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A Case of Toxmmia in Early Pregnancy with Jaundice, Hyperemesis and Multiple Neuritis. Death three weeks after termination of Pregnancy.
By JOHN S. FAIRBAIRN, M.B., and Z. MENNELL, M.B.
WE have thought this case worth putting on record because of the development of a hepatic type of toxaemia early in pregnancy, the temporary improvement following evacuation of the uterus, and the development of widespread paralysis in its final stages. When the patient was seen by us (October 17, 1924) she was extremely ill, having on the previous day returned from Switzerland, where she had been under medical treatment during six weeks for jaundice and vomiting. She was moved into a nursing home and the following outline of her previous history obtained: Age 27; married three years; previously healthy and physically welldeveloped. She had been playing tennis and leading an active outdoor life up to August 30, when the menstrual period then due did not appear. Within a few days vomiting, together with slight jaundice, came on; the jaundice increased to a moderate degree and then gradually subsided. A letter from the doctor, under whose care she had' been, stated that she had been examined under chloroform ancesthesia, a uterine displacement corrected and a pessary inserted. For the progressive weakness of the pulse camphor had been given hypodermically. Morphine had also been administered in order to secure rest and lessen vomiting. On October 17, examination in the nursing home showed extreme emaciation with hollow cheeks, sunken eyes and scaphoid abdomen. There was little colour in the face and a slight but perceptible icteric tinge of the skin and sclerotics. The tongue and lips were moist and clean and there was no fur or sordes present. Temperature was normal.
She complained greatly of pain and oppression in the chest, and extreme weakness. The most striking feature in her case was the rapid, feeble pulse, the rate being 120 to 130. The blood-pressure was 110 (systolic). The uterus could not be recognized on abdominal examination. No diminution in the area of liver dullness was detected. A pessary of the Hodge type was removed and the uterus noted to be soft, enlarged and slightly retroverted. The urine was of a very dark colour and on boiling showed a faint trace of albumin.
The excessive vomiting seemed to be the only explanation of the emaciation, feeble pulse and extreme exhaustion. That the vomiting was a symptom of a hepatic toxasmia was suggested by the jaundice having been marked early in the illness. But the almost complete disappearance of the jaundice with persistence of vomiting did not accord with this view and the possibility of hysterical vomiting was kept in sight. There was a strong suggestion of this suspicion, as her two elder sisters had both suffered from hyperemesis so severe that abortion had been induced in both, and in one of them on three occasions.
As the patient was still suffering from the effects of the journey from Switzerland, it was reasonable to hope that a few days' rest might effect a decided improvement in her cardiac condition. We also wished to know whether it was possible for biochemical investigation of the blood and urine to throw light on the nature of the case, and to have the opportunity of further observation before deciding on the treatment to be adopted.
On the following morning (October 18) she was seen by Dr. de Wesselow, who drew off a few cubic centimetres of blood and took the urine passed since admission, 5 oz. in all, for examination. She was allowed all the fluid she cared to drink and in what form she fancied, together with egg, bread and butter and jelly; two rectal saline injections with 10 per cent. glucose were also administered. She was put on six-hourly hypodermic injections of morphia (gr. w). For the most part the matter vomited was small in quantity, 2 to 4 oz. of greenish fluid, but vomiting occurred frequently, up to nine or ten times in the twenty-four hours.
Dr. de Wesselow reported that the urine contained a small amount of protein and much acetone; the percentage of urea was 1'65; no casts were discovered. The blood-urea was 32 mgm. per 100 c.c. These findings did not suggest the presence of any grave renal damage. The plasma chlorides were 0580 per cent., .not as low as might be expected from the continued vomiting. The Van den Bergh direct reaction was negative, the indirect positive; the direct test is for the presence of bile-pigment in the serum, a positive result being indicative of obstructive jaundice; the indirect, obtained after precipitation of the proteins by alcohol, is considered indicative of a toxic jaundice. Although the value of the reaction is as yet unproven, the result in this case corresponds with the claims made by Van den Bergh.
In view of the history of jaundice and the serious condition of the patient, these biochemical findings were taken as confirming the condition to be one of hepatic toxemia and as indicating the termination of the pregnancy at the earliest favourable moment. Throughout October 18 the pulse remained between 120 and 130, and even moving the patient in bed caused an increase to 140 or 150.
On the 20th her condition, so far from having shown any improvement, had distinctly deteriorated ; no urine had been passed since the early afternoon of the 19th, the pulse-rate had been 136, rising to 140 at 6 p.m., so at 7 p.m. an intravenous infusion of a pint of saline and glucose (2J oz.) with an ounce of brandy was given. The improvement after the infusion was immediate and striking. A few hours later under light ether-ancesthesia the uterus was rapidly dilated and emptied. Fortunately there was little haemorrhage during this procedure. The feetus was broken up during removal but the duration of the pregnancy was estimated to be about ten weeks; the gestation sac did not occupy the whole uterine cavity. At the time of the operation the pulse-rate was 160, and remained at that level all the next day and night.
There was little loss at any time after the evacuation of the uterus. As no urine had been voided for thirty-six hours, a catheter was passed on the morning of the 21st and 12 oz. drawn off. A second intravenous infusion, similar to the first, was given on the evening of October 21, and the ofaly rise of temperature at this time was to 100.60 F. at midnight of the 21st to 22nd.
The improvement in the patient's condition after both infusions and the emptying of the uterus was very marked. Though the pulse-rate remained for about thirty-six hours at between 150 and 160, it fell rapidly after that; on the morning of the 23rd it was 100 and by 2 p.m. 90, and the strength of the beat had proportionately improved. The amount of urine passed had steadily increased, and all vomiting had ceased; the patient was taking large quantities of fluid by the mouth and was on an easily digestible diet,-at first bread and butter with jam or honey, then eggs and jellies, and later stewed fruit and potatoes and vegetables with gravy. On the afternoon, however, of October 23 (i.e., the third day after evacuation of the uterus) vomiting began again. On the first two occasions the vomit differed from the previous type in the quantity being considerably greater (12 and 10 oz.) ; it continued throughout that night and next day, over 70 oz. being measured in the twenty-four hours. The patient's general condition, nevertheless, remained good. This return of vomiting was thought to be due to a too rapid increase in the diet and to the cutting off of the morphine injections. Food and fluid by mouth were stopped and the rectal glucose infusions and hypodermic injections of morphine (gr. l) resumed. After thirty-six hours albumin water by mouth and then arrowroot and Benger's food were tried, as the rectal infusions were not well retained. Owing to the difficulty in finding a suitable vein (the two best having been used for the intravenous infusions) no blood was taken for examination. Bandaging the arm with this object, however, elicited Trousseau's sign, tetany of the hand being produced by compression of the brachial nerves. On Dr. de Wesselow's suggestion, ammonium chloride (gr. 15) was added to the rectal infusions, as the very definite Trousseau's sign was taken to indicate the presence of an alkalosis.
During this recrudescence of vomiting the pulse-rate again rose to between 110 and 120, but the strength of the pulse remained good and the condition of the patient not alarming. A week elapsed before the pulse-rate remained below 100, but after the first two days steady progress was made, the emaciation and faint tinge of jaundice disappeared, a fair quantity of urine was passed and the patient slept well; she took increasing quantities of fluid and nourishment, felt better and was in good spirits. Although vomiting continued for a week it diminished in frequency to two or three times, and latterly to once, in twenty-four hours; the amount vomited was only a few ounces, and it was independent of the t'aking of food. Indeed at the end of October and early days of November, the striking change in her general appearance, the filling out of the face and body, the disappearance of the extreme weakness and depression made all in attendance on the patient feel that her complete recovery was but a matter of time. There was another set-back on November 1 and 2, when the temperature ran up to 1010 and remained in the neighbourhood of 100°for about twenty-four hours with a slight cough and rise of the respiration rate to 24-28 per minute. On November 2 she was seen again by Dr. de Wesselow. The urine then contained no acetone but abundant clumps of pus-cells and a motile bacillus. Exa-mination of the chest failed to reveal any physical signs beyond some impairment of resonance and poor air-entry at both bases. On two occasions there was vomiting of bile-green fluid, 6 oz. and 2 oz. being brought up. On November 3 she was much better; temperature normal, pulse-rate 98 to 110, respiration-rate 22; taking food well (milk puddings, eggs, &c.) and sleeping well. But on the following day signs of laryngeal paralysis appeared (loss of voice and coughing after drinking fluids); later there were those of diaphragmatic palsy together with physical signs of collapse at the bases of both lungs. On November 5 foot-drop in both feet was noted, with loss of knee-jerks; massage and movements of the feet were therefore begun. Coughing became so troublesome that all fluids had to be thickened or jellied, and occasional regurgitation through the nose occurred. There was no expectoration. Cyanosis of the lips and respiratory distress were present, and by November 7 a respiration-rate of over 30 per minute, fever up to 100°to 1010 and the rapid increase in the frequency of the pulse, from 104 to 140 in the course of the day, all showed a serious turn in her condition. Some relief was obtained from hypodermic injections of adrenalin, atropine, and strychnine, but the pulse gradually failed, remittent fever up to 103to 1040 continued with respiratory embarrassment and a respiration-rate rising to 40 and over. Incontinence of urine set in; there was delirium at night followed by coma, and death occurred on the afternoon of November 12, over three weeks from the termination of the pregnancy. Permission for a post-mortem examination was not obtained but leave was given to take portions of the liver and kidney for histological examination. In opening the abdomen for this purpose nothing abnormal was seen in the peritoneal cavity.
The portions removed from the two organs were examined by Dr. Bamforth, of the Jenner Laboratory, St. Thomas's Hospital. They were too small to allow of a naked-eye description.
Histological Examination: Liver.-There is well-marked and extensive necrosis, the central portions of the lobule being chiefly affected. In the necrotic areas, the nuclei of the hepatic cells do not take up the stain and the cell-protoplasm is granular. Sections stained for fat show marked fatty degeneration especially in the intermediate zone.
Here and there are brown patches of blood-pigment.
Kidney.-A simlilar necrosis is present in the sections from the kidney, the epithelium of the convoluted tubules being more markedly affected. The glomeruli appear to have escaped except for a slight degree of fatty change. Sections stained for fat show, however, that even in the tubules which appear unaffected when stained by the usual method, there is marked fatty degeneration. Slight interstitial change is also present. The necrosis of the tubular epithelium is widely distributed throughout the section.
There are many points in this case on which we would like to hear the experience of others. In the first place there is the onset of toxaemic symptoms (vomiting and jaundice) within five weeks of the last menstrual period, followed by the rapid development of inanition and cardiac weakness, shown by the administration of camphor by her previous medical attendant within a fortnight of the onset of the illness, and the extreme emaciation and the rapid, feeble pulse when the patient came under our observation.
Secondly, the rapid and striking improvement that followed the emptying of the uterus made us hope that in spite of occasional relapses and recrudescence of vomiting, complete recovery was but a matter of care and time. Thirdly, the onset of paralytic symptoms about a fortnight after the termination of the pregnancy marked the beginning of the end. Various types of toxic neuritis are associated with the intoxications of pregnancy, but one so closely following the diphtheritic type is outside our experience.
Lastly, the histological examination of the liver and kidney corresponds very closely with the usual descriptions in similar cases. The statement that the damage in the liver-cells is chiefly in the centre of the lobule in toxoemia with vomiting, and at the periphery of the lobule in eclamptic toxcemia, is borne out by the findings in this case. Whitridge Williams appears to have been the originator of this statement, which has been copied from one text-book to another, as it is just one of those delightfully simple generalizations that will appeal to the teacher as excellent pabulum for his students. Whitridge Williams's view seems to be accepted by Seitz in Stoeckel's "Lehrbuch der Geburtshilfe," and this single case of ours for the most part bears it out, though his further statement that the cells in the periphery of the lobule are intact does not hold good in our case. The central fatty change seems to be characteristic of the acute yellow atrophy type of pregnancy intoxication. Sternberg, in Aschoff's " Pathologische Anatomie," says that central fatty degeneration characterizes the liver in the diphtheritic intoxications of children, which appears to be of interest in this case in view of the form of paralysis that appeared in its terminal stages. Hinselmann, in his exhaustive treatise on eclampsia, quotes three cases of toxicosis following diphtheria, with hepatic changes similar to those seen in eclampsia.
Discussion.-Dr. H. RUSSELL ANDREWS (President) said that this was an interesting account of a very interesting case. He thought that the diphtheritic type of paralysis must be an extremely rare occurrence in toxaemia of pregnancy. Accurate accounts of cases of real toxoemic vomiting were of great value, as such cases were not often seen.
Dr. T. W. EDEN said it would be interesting to hear whether Dr. Fairbairn had any explanation to offer of the very late onset of the neuritis and the other lesions which resulted in the fatal termination of the case.
Dr. Z. MENNELL said Dr. Fairbairn had co-operated in giving an accurate and fair description of this interesting case, upon which he (Dr. Mennell) had called Dr. Fairbairn into consultation. The points which impressed him (the speaker) most were: (1) The extreme emaciation-and it was difficult to believe the patient had been a fat, healthy girl, able to play tennis, &c., up to the sudden onset of the illness; (2) the dramatic effect of the infusion which was the equivalent to the first meal she had retained for some time; and
(3) the similarity of the early stages of this illness to the condition known as delayed chloroform poisoning. He thought it was curious to choose chloroform as the anessthetic for the examination and introduction of the pessary in Switzerland, where ether was almost universally used. The paralysis corresponded closely to that usually associated with a postdiphtheritic polyneuritis.
Fairbairn and Mennell--Williams and Reynolds
Mr. W. H. F. OXLEY related a case in which toxeemia of pregnancy had been accompanied by peripheral neuritis. A young primipara was admitted at term suffering from headache and paralysis of the facial nerve form. The same evening she was confined and soon afterwards had an epileptic fit, during which the systolic blood-pressure rose to 180 and remained there. A series of fits, about twenty in number, supervened, during the intervals of which she was in a state of coma. Veratrone, hypodermically, brought the pressure down to 90 mm. systolic, and the fits ceased. She had two more on the third day and recovered. The urine contained only a trace of albumin, and no acetone bodies were present at first, although they were found later. Although not a typical case of eclampsia, there was no epileptic or neurotic history, and he thought it must be considered as a case of toxmemia.
Dr. EVERARD WILLIAMS recalled a case of pregnancy toxEemia and jaundice which occurred in the maternity department of St. Bartholomew's Hospital three years ago and in which, after four or five days of slight jaundice, labour set in. The subject was a young primigravida at term. Within a short time of the birth of the child, fits and deep coma developed and the woman was then admitted to hospital. The case was treated on the usual lines, but the jaundice gradually increased and the woman died about seventy-two hours after admission. During this time there was marked oliguria with much albumin. Van den Bergh's test was positive by the indirect method. At the autopsy the liver was found to be small and atrophic, and the sections showed central necroses. Sections stained by methyl-aniline violet showed amyloid deposits in the walls of the arteries, indicating a lesion of considerably longer duration than the present brief illness. The view expressed by Sir Bernard Spilsbury was that some abortifacient drug had probably been taken during pregnancy, and that this had damaged the liver. He (Dr. Everard Williams) asked whether Dr. Fairbairn had had sections similarly examined in his case, in order to exclude such a possibility.
Dr. FAIRBAIRN (in reply) said that although in this case the progress of thedisease was not of the acuteness exhibited in the case mentioned by Dr. Everard Williams, it could not be described as " chronic," for within a few davs of its onset, jaundice of moderate degree, as well as vomiting, had been present, and, arguing from the resort to camphor injections, serious cardiac weakness as well. The sections were not stained for amyloid disease but this could yet be done. Multiple neuritis had frequently been noted in connexion with the toxemia of pregnancy, and some twenty years ago Dr. Turney had described a series of cases in the St. Thomas's Hospital reports. It was difficult to understand why the evacuation of the uterus failed in this case, unless it was that the hepatic and renal degeneration had progressed too far for recovery to take place. In conclusion it might be stated that there was no history of infection of the fauces that would suggest recent diphtheria; also, there was no reason to suppose any drugs had been taken to produce abortion, indeed, the patient was extremely anxious to go through with her pregnancy and was so depressed at the thought of its termination that the reason given her for the emptying of the uterus was that the fcetus had already perished. The only possible complicating factor was that mentioned by Dr. Mennell, the administration of chloroform for the replacement of the uterus and the insertion of a pessary.
A New Method of Determining the Patency of the Fallopian Tubes by Means of X-rays.
By EVERARD WILLIAMS, M.D., and RUSSELL J. REYNOLDS, M.B.
IN this communication we propose to outline a method of employing radiology as an aid to the investigation of cases of sterility.
It was felt that the present methods of testing the patency of the Fallopian tubes were unsatisfactory, in that they were all open to the objection of causing an increased intra-uterine and intratubal pressure in cases in which, from their very nature, it may be anticipated that organisms are lurking in the uterus or the tubes. If this is so it would be safer to employ some method of investigation which does not depend upon creating a positive intra-uterine or intratubal pressure.
A method occurred to one of us (E. W.), after reading the account of Bond's experiment dealing with the recovery of coloured particles from the peritoneal cavity,
